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Method for solubilizing peptide mixtures 
Zauner, Wolfgang; Kritsch, Constantia; 
Heinrich-Cseh, Christa; Berger, Agnes 
Intercell AG, Austria 
PCT Int. Appl., 21 pp. 
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450061 




A 20040312 



AB Described is a method for making a pharmaceutical preparation comprising 

the solubilization of a peptide mixture, characterized in that the 
peptide mixture is solubilized by an aqueous solution containing at least 
one organic 

acid selected from the group consisting of formic acid, acetic acid, 
propionic acid, butyric acid and halogenated or hydroxylated forms 
thereof. 
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Hepatitis C virus vaccines comprise HLA-A2, -DRl 
and -DR7 epitopes and immune adjuvant 
Buschle, Michael; Frisch, Juergen; Klade, 
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EP 2003-450171 



A 20030711 



EP 2004-450062 



A 20040312 



OTHER SOURCE(S): MARPAT 142:154229 

AB Disclosed is a Hepatitis C virus (HCV) vaccine comprising at least two 
epitopes, each from a different hotspot epitope, wherein a hotspot 
epitope is defined as an epitope containing peptide selected from the 
group consisting of KFPGGGQIVGGVYLLPRRGPRLGVRATRK, GYKVLVLNPSVAAT, 
AYAAQGYKVLVLNPSVAAT, DLMGYIP (A/L) VGAPL, GEVQWSTATQSFLATCINGVCWTV, 
HMWNFISGIQYLAGLSTLPGNPA, VDYPYRLWHYPCT (V/I ) N (F/Y) TIFK (V/I ) RMYVGGVEHRL, 
AAWYELTPAETTVRLR, GQGWRLLAPITAYSQQTRGLLGCIV, 

IGLGKVLVDILAGYGAGVAGALVAFK, FTDNSSPPAVPQTFQV, LEDRDRSELSPLLLSTTEW, 
YLVAYQATVCARAQAPPPSWD, MSTNPKPQRKTKRNTNR, LINTNGSWHINRTALNCNDSL, 
TTILGIGTVLDQAET, FDS ( S/V) VLCECYDAG (A/C) AWYE, ARLIVFPDLGVRVCEKMALY, 
AFCSAMYVGDLCGSV, GVLFGLAYFSMVGNW, WCCSMSYTWTGALITPC, TRVPYFVRAQGLIRA 
and TTLLFNILGGWVAAQ, 
IT 215295-45-7 827608-26-4 

RL: BSU {Biological study, unclassified); PRP (Properties); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
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Vaccines comprising antigen, polycationic peptide 
and immunostimulatory deoxynucleic acid against 
viral infection 
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EP 


2003- 


-450171 


A 


20030711 
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AB The invention refers to an improved vaccine against infections with 

pathogens, especially viral pathogens, comprising an antigen, a peptide 
the formula R1-XZXZN-XZX-R2 and an immunostimulatory deoxynucleic acid 
containing deoxyinosine and/or deoxyuridine residues. Prepared were 
influenza vaccine compns. and hepatitis B vaccine compns. 
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RL: BSU (Biological study, unclassified); PRP (Properties); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(vaccines comprising antigen, polycationic peptide and 
immunostimulatory deoxynucleic acid against viral infection) 
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TITLE: Detection of serum heat shock protein 70 level in 

patients with hepatitis C infection and its role 
in cytotoxicity of CTLs induced by HSP70-HCV 
peptide complex 

Men, Ke; Wang, Xia; Xu, Dezhong; Zhou, Hongchao; 
Zhang, Jingxia 

Division of Preventive Medicine, Fourth Military 
Medical University, Xian, Shanxi Province, 710032, 
Peop. Rep. China 

Xibao Yu Fenzi Mianyixue Zazhi (2003), 19(3), 
305-307 

CODEN: XFMZFM; ISSN: 1007-8738 
Xibao Yu Fenzi Mianyixue Zazhi Bianjibu 
Journal 
Chinese 

The serum HSP70 in patients with hepatitis C was detected and its role 
in cytotoxicity of specific CTLs induced by HSP70-HCV peptide complex 
was evaluated. The serum HSP70 level in patients infected with HCV 
and normal individuals were detected by ELISA. The relationship 
between anti-HCV antibody and HSP70 was evaluated. Peripheral blood 
mononuclear cells (PBMCs) were activated by HSP70-HCV peptide complex 
and then 4 h 51Cr release assay were used to detect the killer 
activity of CTLs. Detection rates of HSP70 were 82.1% (22/28) and 
18.8% (9/48) in patients with anti-HCV antibody and in normal 
individuals, resp. There was significant correlation between the 
detection rate of HSP70 and HCV infection (x2=28.77, P<0.01). The 
level of serum HSP70 in patients infected with HCV was markedly more 
higher than that in normal individuals . CTLs from one patient induced 
by HSP70-HCV C region peptide (DLMGYIPAV) complex could lyse 
autologous B lymphoblastoid cell lines (BLcLs) with killer rate of 
37.8%, whereas CTLs induced by peptide alone could not lyse autologous 
BLcLs cells. HCV infection can induce over expression of HSP70. 
HSP70 may have the action of enhancing presentation of HCV epitope 
peptide and promoting clearance cells infected with HCV. 
215295-45-7 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(HSP70-HCV C region peptide complex cytotoxicity in patients with 
hepatitis C infection) 
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The inventions discloses a pharmaceutical composition comprising an 
antigen, an immunostimulating substance selected from neuroactive 
compds., hormones, compds . having a growth hormone activity, and 
mixts. thereof, and a polycationic polymer. 
215295-45-7 
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AB The present invention provides (1) an isolated peptide having the 
amino acid sequence DLMGYIPAV, (SEQ ID NO: 1); (2) an isolated HCV 
core polypeptide comprising an L^A substitution at amino acid 
position 139; (3) an isolated HCV core polypeptide having the amino 
acid sequence of SEQ ID NO: 2; and (4) a fragment of an HCV core 
polypeptide having fewer amino acids than the entire HCV core 
polypeptide and comprising the amino acid sequence SEQ ID NO: 1. Also 
provided are nucleic acids which encode the peptides and polypeptides 
of this invention, vectors comprising the nucleic acids of this 
invention and cells comprising the vectors and nucleic acids of this 
invention. The present invention further provides methods of 
producing an immune response in a subject and/or treating or 
preventing HCV infection in a subject, comprising administering to the 
subject, or to a cell of the subject, any of the compns . of this 
invention. The present invention also provides methods for determining a 
viral load and prognosis of a subject diagnosed with hepatitis C virus 
infection. 

IT 260232-79-9 

RL: PRP (Properties) 

(amino acid sequence; modified HCV peptides as vaccines and for 
determination of virus load or prognosis of HCV infection) 

IT 215295-45-7 

RL: BSU (Biological study, unclassified); PRP (Properties); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(modified HCV peptides as vaccines and for determination of virus load or 
prognosis of HCV infection) 
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TITLE: 



AUTHOR (S) 



CAPLUS COPYRIGHT 2006 ACS on STN 
30 Sep 1998 

1998:618237 CAPLUS 
129:329617 

Enhanced in vitro potency and in vivo 
immunogenicity of a CTL epitope from hepatitis C 
virus core protein following amino acid 
replacement at secondary HLA-A2 . 1 binding 
positions 

Sarobe, Pablo; Pendleton, C. David; Akatsuka, 
Toshitaka; Lau, Daryl; Engelhard, Victor H. ; 
Feinstone, Stephen M.; Berzofsky, Jay A. 
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CORPORATE SOURCE: Molecular Iitimunogenetics and Vaccine Research 

Section, Metabolism Branch, National Cancer 
Institute, National Institutes of Health, 
Bethesda, MD, 20892, USA 

SOURCE: Journal of Clinical Investigation (1998), 102(6), 

1239-1248 

CODEN: JCINAO; ISSN: 0021-9738 
PUBLISHER: Rockefeller University Press 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Since the natural iinmune response to hepatitis C virus (HCV) is often 
unable to clear the infection, to enhance immunogenicity we studied 
substituted peptides from an HCV cytotoxic T lymphocyte (CTL) epitope 

{C7A2) from a conserved region of the HCV core protein (DLMGYIPLV) 
recognized by CTL lines from HLA-A2.1+ HCV-infected patients and 
HLA-A2.1 transgenic mice. HLA-A2 . 1 binding, human and murine CTL 
recognition, and in vivo immunogenicity (using mice transgenic for 
human HLA-A2 in lieu of immunizing humans) were analyzed to define 
peptides with enhanced immunogenicity. Peptides substituted at 
position 1 showed enhanced HLA-A2 binding affinity, but paradoxically 
poorer immunogenicity. A peptide with Ala substituted at position 8 

(8A) showed higher HLA-A2 binding affinity and CTL recognition and was 
a more potent in vivo immunogen in HIiA-A2-transgenic mice, inducing 
higher CTL responses with higher avidity against native C7A2 than 
induced by C7A2 itself. These results suggest that peptide 8A is a 
more potent in vitro antigen and in vivo immunogen than C7A2 and may 
be useful as a vaccine component. They provide proof of principle 
that the strategy of epitope enhancement can enhance immunogenicity of 
a CTL epitope recognized by human CTL. 
IT 215295-45-7P 

RL: BAC (Biological activity or effector, except adverse); BPR 

(Biological process); BSU (Biological study, unclassified); SPN 

(Synthetic preparation) ; BIOL (Biological study); PREP (Preparation); 
PROC (Process) 

(enhanced potency and immunogenicity of CTL epitope from hepatitis 
C virus core protein following amino acid replacement at secondary 
HLA-A2.1 binding positions) 
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AUTHOR(S): Chang, Kyong-Mi; Rehermann, Barbara; Mchutchison, 

John G.; Pasquinelli, Claudio; Southwood, Scott; 
Sette, Alessandro; Chisari, Francis V. 

CORPORATE SOURCE: Department of Molecular & Experimental Medicine, 

The Scripps Research Institute, La Jolla, CA, CA 
92037, USA 

SOURCE: Journal of Clinical Investigation (1997), 100(9), 

2376-2385 

CODEN: JCINAO; ISSN: 0021-9738 
PUBLISHER: Rockefeller University Press 

DOCUMENT TYPE: Journal 
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LANGUAGE: English 

AB This study was performed to test the hypothesis that cytotoxic T 

lymphocyte (CTL) selection of hepatitis C virus (HCV) escape variants 
plays a role in HCV persistence. The peripheral blood CTL 
responsiveness of patients with well-established chronic hepatitis C 
to a panel of 10 prototype HCV peptides (genotype la) was compared 
with the corresponding sequences encoded by the infecting viruses in 
each patient. Variant viral peptide sequences were threefold more 
frequent in the presence of a CTL response than in its absence, and 
CTL responses were detected nearly twice as often in association with 
variant rather than with prototype viral peptide sequences. 
Furthermore, over half of the patients were infected with potential 
CTL escape variants that contained nonimmunogenic and 
noncross-reactive variant peptides many of which displayed reduced 
HLA-binding affinity. Surprisingly, follow up anal, over a period of 
up to 46 mo revealed that, in contrast to the relatively high 
frequency of escape variants initially observed, the subsequent emergence 
rate of CTL escape variants was very low. Interestingly, the one 
escape variant that was detected proved to be a CTL antagonist. 
Collectively, these observations suggest that CTL selection of epitope 
variants may have occurred in these patients before their entrance 
into the study and that it may have played a role in HCV persistence. 
The low apparent rate of ongoing CTL selection in chronically infected 
patients, however, suggests that if CTL escape occurs during HCV 
infection it is probably an early event. 

IT 199533-14-7P 

RL: BPR (Biological process); BSU (Biological study, unclassified); 
PRP (Properties); SPN (Synthetic preparation) ; BIOL (Biological 
study); PREP (Preparation); PROC (Process) 

(cytotoxic T lymphocytes of humans with chronic hepatitis C virus 
infection reactivity with viral variant epitope) 
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FILE 'MEDLINE' ENTERED AT 16:49:08 ON 24 JAN 2006 

FILE 'BIOSIS' ENTERED AT 16:49:08 ON 24 JAN 2006 
Copyright (c) 2006 The Thomson Corporation 

FILE 'EMBASE* ENTERED AT 16:49:08 ON 24 JAN 2006 
Copyright (c) 2006 Elsevier B.V. All rights reserved. 

L3 0 LI 

=> fil hom 

FILE 'HOME' ENTERED AT 16:49:15 ON 24 JAN 2006 
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=> d his ful 

(FILE 'HOME' ENTERED AT 16:04:20 ON 24 JAN 2006) 
DEL HIS Y 

FILE •REGISTRY' ENTERED AT 16:48:20 ON 24 JAN 2006 
LI 4 SEA ABB=ON PLU=ON DLMGYIPAV/SQSP 

FILE 'REGISTRY' ENTERED AT 16:48:57 ON 24 JAN 2006 
D 1-4 .BEVREGl 

FILE 'CAPLUS' ENTERED AT 16:48:58 ON 24 JAN 2006 
L2 8 SEA ABB=ON PLU=ON LI 

D 1-8 .BEVSTR 

FILE 'MEDLINE, BIOSIS, EMBASE' ENTERED AT 16:49:08 ON 24 JAN 2006 
L3 0 SEA ABB=ON PLU=ON LI 

FILE 'HOME' ENTERED AT 16:49:15 ON 24 JAN 2006 



FILE REGISTRY 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem, 

STRUCTURE FILE UPDATES: 23 JAN 2006 HIGHEST RN 872490-64-7 
DICTIONARY FILE UPDATES: 23 JAN 2006 HIGHEST RN 872490-64-7 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH JULY 14, 2005 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

*************************************************************** 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* * 
*************************************************************** 

Structure search iteration limits have been increased. See HELP SLIMI 
for details . 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : / /www. cas . org/ONLINE/UG/regprops . html 

FILE CAPLUS 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
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26^ 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storin 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 24 Jan 2006 VOL 144 ISS 5 
FILE LAST UPDATED: 23 Jan 2006 (20060123/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply 
They are available for your review at: 

http : //www. cas . org/inf opolicy . html 

FILE MEDLINE 

FILE LAST UPDATED: 21 JAN 2006 (20060121/UP) . FILE COVERS 1950 TO DA 

On December 11, 2005, the 2006 MeSH terms were loaded. 

The MEDLINE reload for 2006 will soon be available. For details 
on the 2005 reload, enter HELP RLOAD at an arrow promt {=>) . 
See also: 

http : //www. nlm. nih . gov/mesh/ 

http : //www. nlm. nih . gov/pubs/techbull/nd04/nd04_mesh. html 

http : //www. nlm. nih . gov/pubs/techbull/nd05/nd05_med_data_changes . ht 

http://www.nlm.nih.gov/pubs/techbull/nd05/nd05_2006_MeSH.html 

OLDMEDLINE is covered back to 1950. 

MEDLINE thesauri in the /CN, /CT, and /MN fields incorporate the 
MeSH 2006 vocabulary. 

This file contains CAS Registry Numbers for easy and accurate 
FILE BIOSIS 

FILE COVERS 1969 TO DATE. 

CAS REGISTRY NUMBERS AND CHEMICAL NAMES (CNs) PRESENT 
FROM JANUARY 1969 TO DATE. 

RECORDS LAST ADDED: 19 January 2006 (20060119/ED) 



FILE EMBASE 

FILE COVERS 1974 TO 19 Jan 2006 (20060119/ED) 

EMBASE has been reloaded. Enter HELP RLOAD for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

FILE HOME 
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